GENERAL COMMENTS
This is an intriguing manuscript addressing the association between polymorphisms of the DNA BER genotypic polymorphisms (XRCC1 G399A and OGG1 C326G) and cholangiocarcinoma (CCA) susceptibility which was modified by smoking and use of alcohol. A retrospective cohort of the subjects diagnosed with CCA of ethnic Thai population is evaluated. The authors found that polymorphisms in XRCC1 and OGG1 genes are associated with increased susceptibility to CCA, and that the role of cigarette of smoking and alcohol consumption play modifiers in enhancing CCA risk. Despite the novelty of an association of genetic variants of BER genes with CCA susceptibility has been reported in populations of Thai descent hereby, some points should be adjusted or clarified.
1. In introduction section, it is unclear why the authors focused on only these two genetic variants out of more than 20 common susceptibility alleles of DNA repair genes which were reported in a recent genome-wide association study (GWAS). Is it known that other SNPs were studied in Thai descent? 2. Materials and methods, P5, include the total number of subjects that were included in the registry and the percentage of patients that were selected for the present study. In addition, a more detailed rationale for the selection of genes for inclusion in the present study should be provided. 3. It is critical that the authors provide more information on the method of categorization of alcohol consumption and cigarette exposure. Other researchers could not replicate their study with the information provided. 4. "Recall bias for alcohol drinking and cigarette smoking should be major issues in this study." Authors need to discuss both impacts on the results. In addition, please describe the study limitations more thoroughly. 5. It is not clear to me whether the controls in this study did or did not replicate the allele frequencies of those polymorphisms whose frequencies are "known" in the other ethnic Thailand populations that were previously reported. 6. "Hardy-Weinberg equilibrium test" of the genotypic polymorphisms should be provided in the manuscript. 7. Since the 95% CI were relative wide, it would be better to provide power calculation information to prove the finding being true positive. 8. Likewise, how to define the cutoffs of age at smoking started and units of alcohol per month of all alcohol consumption, both of the parameters should be described in detail, as shown in Table 2 REVIEWER Masanao Miwa Nagahama Institute of Bio-Science and Technology, Japan "None declared" REVIEW RETURNED 11-Aug-2014
The authors seem to have overlooked the prior publication by Zeng et al. on "Combined effects of polymorphisms of DNA-repair protein genes and metabolic enzyme genes on the risk of cholangiocarcinoma" (Jpn J Clin Oncol 2013;43(12)1190-1194. They described the effects of polymorphisms of hOGG1(codon 326), XRCC1(codons194, 280, and 399), and PARP1 in Thai population. Therefore it will be fare to cite this publication. Therefore "No studies on this topic in relation to CCA have been conducted in Thai population, " in Introduction (second paragraph) should be corrected. This is an intriguing manuscript addressing the association between polymorphisms of the DNA BER genotypic polymorphisms (XRCC1 G399A and OGG1 C326G) and cholangiocarcinoma (CCA) susceptibility which was modified by smoking and use of alcohol. A retrospective cohort of the subjects diagnosed with CCA of ethnic Thai population is evaluated. The authors found that polymorphisms in XRCC1 and OGG1 genes are associated with increased susceptibility to CCA, and that the role of cigarette of smoking and alcohol consumption play modifiers in enhancing CCA risk. Despite the novelty of an association of genetic variants of BER genes with CCA susceptibility has been reported in populations of Thai descent hereby, some points should be adjusted or clarified. 1. In introduction section, it is unclear why the authors focused on only these two genetic variants out of more than 20 common susceptibility alleles of DNA repair genes which were reported in a recent genome-wide association study (GWAS). Is it known that other SNPs were studied in Thai descent? Answer: The authors have revised the last part of 'Introduction' about the selection of these two SNPs. The revisions are in red text. We did this present study in 2012, and at that time we attempted to find published papers about the SNPs in DNA repair genes which were studied in relation to the risk of cholangiocarcinoma in Thai people, but none were available. At this time (August 2014), we are now aware of other SNPs which have been studied in Thai people. Another reviewer has drawn our attention to one relevant paper, which we have now included in our review ("Zeng et al. Combined effects of polymorphisms of DNArepair protein genes and metabolic enzyme genes on the risk of cholangiocarcinoma. Jpn J Clin Oncol 2013;43(12)1190-1194"). This paper reported on the risks associated with some SNPs of DNArepair gene polymorphisms of hOGG1 (codon 326), XRCC1 (codons194, 280, and 399), and PARP1 in another part of Thailand.
VERSION 1 -AUTHOR RESPONSE
2. Materials and methods, P5, include the total number of subjects that were included in the registry and the percentage of patients that were selected for the present study. In addition, a more detailed rationale for the selection of genes for inclusion in the present study should be provided.
Answer: The answer is already provided in our response to question 1 of reviewer 1.
3. It is critical that the authors provide more information on the method of categorization of alcohol consumption and cigarette exposure. Other researchers could not replicate their study with the information provided. Answer: Details of the methods of categorization of alcohol consumption and cigarette exposure are described in Songserm, et al. Risk factors for cholangiocarcinoma in high-risk area of Thailand: role of lifestyle, diet and methylenetetrahydrofolate reductase polymorphisms. Cancer Epidemiol 2012;36:e89-94. This paper is open access. However, the section "Assessment of cigarette smoking and alcohol drinking" has been added more information.
4. "Recall bias for alcohol drinking and cigarette smoking should be major issues in this study." Authors need to discuss both impacts on the results. In addition, please describe the study limitations more thoroughly. Answer: The authors have listed the strengths and limitations of this study on the front page and in the first paragraph of "Discussion section". 5. It is not clear to me whether the controls in this study did or did not replicate the allele frequencies of those polymorphisms whose frequencies are "known" in the other ethnic Thailand populations that were previously reported. Answer: The authors have added the allele frequencies of both XRCC1 and OGG1 in the 4th paragraph of the "Discussion section".
6. "Hardy-Weinberg equilibrium test" of the genotypic polymorphisms should be provided in the manuscript.
Answer: The authors have tested the Hardy-Weinberg equilibrium and also have added the prevalence of allele in the 4th paragraph of the "Discussion section". 7. Since the 95% CI were relative wide, it would be better to provide power calculation information to prove the finding being true positive. Answer: While it is generally understood that wide CIs indicate low power, we are not sure how a power analysis would help. The usual method for increasing power is to enlarge sample sizes. The authors were aware of the potential problem of low power due to low sample sizes and accordingly matched each case with two controls. However, given the source of the cases in this study, it was not possible to increase the case sample size. The authors have now added a comment on the need for larger samples in future studies (see the section on "Strengths and limitations of this study")
